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Dockets Management Branch
Food and Drug Administration
5630 Fishers Lane
Room 1061 (HFA-305)
Rockville, Maryland 20852

Re: Citizen Petition Relating to Standards and Procedures for Patient
Registries for Clozapine

Dear Sir or Madam:

Zenith Goldline Pharmaceuticals submits this petition under section 505(’j) of the

Federal Food, Drug, and Cosmetic Act (FDC Act), and 21 C.F.R. $$10.25 and 10.30 of

the regulations, to request that the Commissioner of Food and Drugs refrain from

approving abbreviated new drug applications (ANDAs) for clozapine until the Food and

Drug Administration (FDA) develops standards and procedures for patient registries, As

determined by FDA, patient registries are necessary to assure the safe use of clozapine.

Without FDA standards and procedures governing patient registries, patients treated with

clozapine may be placed at increased risk of agranulocytosis, a potentially lethal

condition. Informal arrangements among marketers of clozapine products, developed

after approval has been granted, cannot continue to be relied onto provide the patient

protection required as a condition of making clozapine safely available to treat patients,

With the approval of multiple generic clozapine ANDAs, the failure to establish formal

guidelines for clozapine patient registries may significantly impact patient safety because
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the proliferation of patient registries

variation in operating system,

Action Requested

levels

will confbse health care providers due to the

of internal control and safeguards.

This petition requests that FDA institute a public proceeding to formally develop

minimum standards and procedures for clozapine patient registries. The petition also

requests that FDA refrain from approving any ANDAs for clozapine until such standards

and procedures have been proposed in the Federal Register.

A. Statement of Grounds

1. Clozapine indication and side effects

First approved for use in the United States in 1989, clozapine is indicated for the

management of severely ill schizophrenic patients who fail to respond adequately to

standard antipsychotic drug treatment. As described in the Zenith Goldline package

insert attached as Appendix & clozapine has serious side effects, including the

significant risk of agranulocytosis’ and seizure. Therefore, clozapine is only indicated for

use in patients for whom appropriate courses of standard antipsychotic drugs have either

been ineffective or have caused intolerable side effects. Although not a common adverse

reaction (1. 3°/0 in clinical trials), agranulocytosis can be fatal. There are no established

risk factors for clozapine-induced agranulocytosis, Accordingly, monitoring for the

1Agranulocytosis is a potentially life threatening condition defined in the Zenith Goldline
package insert as an absolute neutrophil count (NC) of less than 500/mm3.
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effects of bone marrow suppression — reduced white blood cell (WBC) counts — is the

only means for early detection of this adverse reaction.

2. Clozapine labeling and patient registry

The labeling for clozapine contains emphatic warnings about the risk of

clozapine-induced agranulocytosis and a detailed protocol for monitoring WBC counts to

detect its possible onset. Monitoring intervals range from daily to biweekly, depending

on the results of WBC testing. If the WBC count falls below a threshold of3500/mm3, or

drops by a substantial amount from baseline, clozapine treatment may continue but with

increased monitoring. If the WBC count falls below 3000/mm3, clozapine treatment is

interrupted, daily W13C monitoring is instituted, and treatment is resumed only if the

WBC count returns to 3500/mm3. If the WBC count falls below 2000/mm3, clozapine

treatment is terminated, and may not be resumed. Required WBC monitoring continues

for four weeks after discontinuation of clozapine therapy for any reason.

The risks associated with developing fatal agranulocytosis can be decreased when

the product is prescribed in accordance with the package insert and patients are

monitored through a patient registry. Novartis, the sponsor of the NDA for Clozaril

brand of clozapine, in consultation with FDA, developed a patient registry system to

reinforce the product labeling, As currently constituted, the system provides for:

■ Availability of clozapine only through audited physicians and

pharmacists.
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■ Agreement by enrollees to adhere to the WBC monitoring protocol.

■ Dispensing of clozapine only if WBC test results are presented to the

pharmacist and only if the patient is not listed in the non-rechallenge

masterille.

■ Submission of WBC test results and clozapine dispensing information

to the patient registry.

■ Maintenance of a non-rechallenge masterile.

In addition to these essentially mandatory elements of the patient registry system,

both current registries also audit the information submitted for each patient to confirm

that prescription and dispensing of clozapine accord with the labeled protocol. If a

discrepancy is identified, a registry employee contacts the physician and pharmacist to

resolve it. Thus, although the health care providers are primarily responsible for assuring

that the results of WBC monitoring are translated into appropriate drug treatment

decisions, this auditing fimction carried out by a clozapine patient registry enhances the

health care providers’ ability to manage their patients.

3. Coordination of patient registries

Zenith Goldline’s ANDA for clozapine was approved in November 1997. Prior

to the approval, Zenith Goldline worked closely with FDA to develop a clozapine patient

registry that would provide the same safety features as the Novartis registry. Zenith

Goldline recognized the need for interactions between its patient registry and that
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maintained by Novartis and requested that FDA facilitate communications on this issue.

Novartis, which was initially uncooperative with Zenith and FDA sought to delay

addressing the issue of coordinated patient registries. However, subsequent to the

approval of Zenith’s clozapine, FDA ordered a joint meeting with representatives of

Zenith Goldline and Novartis to coordinate the standards and procedures for the two

companies’ clozapine patient registries. This joint meeting addressed a number of issues

as set out below.

a. Non-rechallen~e masterfile. The non-rechallenge mastetille is

a confidential file which contains the identities of all patients who developed clozapine

induced WBC counts below 2000/mm3. These patients are at high risk of agranulocytosis

from clozapine, especially upon resumption of clozapine exposure after discontinuation.

Accordingly, clozapine may not be dispensed to a patient listed in the non-rechallenge

mastetille. Compliance with this prohibition is assured by the requirement that the health

care provider must obtain an eligibility code from the patient registry for any patient new

to the provider.

At the joint meeting with FDA, it was decided that Novartis would maintain the

non-rechallenge masterfile. Zenith Goldline would query the masterfile as part of issuing

an eligibility code for a patient for whom Zenith Goldline clozapine was prescribed.

Zenith Goldline would also provide, for inclusion in the mastertlle, the identities of

patients who acquired non-rechallenge status while being treated with Zenith Goldline

clozapine.
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b. At-risk patients. A second fhnction of the patient registry

system that warranted specific attention was the ability of the system to help safeguard at-

risk patients, i.e., patients with declining or marginal blood counts. This finction of the

patient registry depends on the ability of the patient registries to provide information on

patients in order to enhance the decision making ability of the clinician. The health care

provider (physician or pharmacist) may seek information from the patient registries in

order to obtain a patient’s fill clozapine history. Subsequently, the health care provider

would reconcile the data from the patient registries for review.

Complete information can be critical if the patient’s WBC count is being closely

tracked due to the clozapine protocol requirements. Although the health care providers to

the patient have primary responsibility for determining a patient’s relevant treatment

history from customary sources, the clozapine patient registries provide a valuable

safeguard. Not only do the patient registries serve as a repository of WBC data on a

patient, they also permit registry employees to audit the results of monitoring and to

communicate advisory information to health care providers.

Failure of individual company patient registries to provide information, reliably

and expeditiously, would undermine the patient registry system’s safeguard fimction.

Worse, it could increase the risk to patients because health care providers rely on the

patient registry information in preference to using other sources of patient treatment

history.
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At the joint meeting, FDA concluded that the companies would manage this

function of the patient registries without specific guidance from the agency. Informally,

the companies agreed that the reciprocal exchange of information regarding the three

most recent WBC counts for all registered patients would support the safeguard fi.mction

of the patient registries and minimize the risk of inadvertent deviation from the clozapine

dosing protocol.

4. Experience with Zenith GoIdline/Novartis arrangement.

Zenith Goldline and Novartis have successfully operated the two patient registries to

achieve the objectives of the clozapine patient registration system — adherence to the

clozapine labeling protocol, avoidance of inappropriate clozapine administration, and,

generally, safe use of clozapine as an important treatment for seriously ill patients who

could not be adequately treated without it,

5. Need for explicit standards and procedures. The success of the

coordinated patient registry system has been due in part to the fact that only two

companies currently market clozapine. The addition of other patient registries has the

potential to jeopardize patient safety unless FDA develops explicit requirements for all

companies that sell clozapine. The likely result of continued reliance on informal

arrangements, developed ad hoc after the approval of each ANDA, will be a progressive

erosion in the reliability of the clozapine patient registry system.
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The current informal arrangement works for several reasons. First, health care

providers know that, at this time, only Novartis and Zenith Goldline sell clozapine and

operate patient registries. It is not difficult to avoid making paperwork mistakes when

only two systems are operating. It will become more difficult to avoid such mistakes as

the systems proliferate, with more forms, more phone numbers, and more addresses

added to information providers must keep track of.

Second, the current arrangement works because the registries themselves can

correct provider mistakes. Now, if Zenith Goldline receives information about a patient

not in its patient registry, the registry employee can forward it to the Novartis patient

registry, and vice versa. With more registries, the ability to nullify paperwork errors in

this simple way will be degraded with each new entrant, to the point where it will

disappear altogether. Zenith Goldline has documented several tracking errors by health

care providers where information that should have been provided to Novartis was in fact

given to Zenith Goldline. This confision reduced the time Novartis had to react to the

situation. As the number of patient registries increases, these incidents will increase

because physicians, pharmacists and even the patient registries may be confused over

which clozapine patient registry holds a particular patient’s information. This inability to

reconcile paperwork errors will lead to a lack of meaningfid WBC count monitoring and

therefore increase patient risk.

A failure by the clozapine patient registry system as a whole thus becomes more

likely as it becomes fragmented among more and more individual clozapine
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manufacturers. It is obviously not possible for Zenith Goldline to demonstrate, with

empirical data, that this process will have concrete adverse results at any particular time,

or with the approval of one additional clozapine ANDA, as opposed to two or three. Nor

is there a necessity to make that kind of showing. It is self-evident that the potential for

systems errors increases with the number of organizational units that are required to

communicate and coordinate with each other, and the number of different parallel

communications systems available for customers to use.

The consequences of a breakdown in the clozapine patient registry system maybe

manifested in a variety of ways. A worst case scenario is a rechallenge with clozapine of

patients who should not receive the drug.

non-rechallenge master file or, even more

This could occur due to failed reporting to the

likely, through failure to identify a declining

WBC count due to either inadequate WBC monitoring or fragmented patient histories

spread across three or more patient registries. These consequences are serious, but they

can be avoided through the issuance of clozapine patient registry guidelines by FDA.

Informal arrangements can be reached among Zenith Goldline and Novartis, on

the one hand, and subsequent entrants on the other, as was done when Zenith Goldline

obtained approval to market clozapine. But neither FDA nor Zenith Goldline can predict

whether those arrangements will work in practice. Informal arrangements among drug

sponsors are subject to inconsistent interpretations, different levels of organizational

commitment, and other forms of unreliability. These informal arrangements are not an

appropriate means of addressing issues of drug risk in a situation where the agency has
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determined that the patient risk is sufllciently grave to require a patient registry to reduce

the risk. If informal arrangements were adequate in such circumstances, many FDA

regulations and guidelines could be dispensed with. Regulations and guidelines are

necessary to establish explicit, uniform FDA standards that regulated entities can

identifi, and be held to by the agency. Such standards should be in place for clozapine

patient registries prior to the approval of any additional ANDAs for clozapine.

6. Legal authority. The agency has the inherent authority under the

Administrative Procedure Act to issue guidelines governing the clozapine patient

registries. Under the FDC Act, it has the authority to issue regulations necessary for the

efficient enforcement of the statute. 21 U.S C. $37 l(a). Therefore, FDA has a legal

basis for issuing either guidelines or regulations establishing standards and procedures for

clozapine patient registries required by approvals under21 U. S.C. $355. Zenith

Goldline believes that such standards and procedures should be in the form of guidelines,

rather than regulations. The guidelines should be developed in accordance with FDA’s

good guidance practices.

FDA has authority not to approve ANDAs for clozapine until such guidelines are

in place. Under the FDC Act, an ANDA for clozapine must contain labeling that states

that “clozapine is available only through a distribution system that ensures monitoring of

WBC counts according to the schedule described below. . .“ 21 U. S.C.$ 355(j)(2)(A)(v).

In addition, the ANDA must contain information showing that the conditions of use for

the proposed ANDA drug have previously been approved. 21 U. S.C. $ 355(j)(2)(A)(i).
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Without resolution of the issues raised by Zenith Goldline, the labeling for a third

or subsequent clozapine product could not accurately represent that clozapine is available

through a distribution system that “ensures” WBC monitoring in accordance with the

labeling protocol. The addition of a third or subsequent clozapine product would threaten

to undermine the patient registry system, which is an integral part of the distribution

system, to a sufficiently serious extent that the word “ensures” would no longer be an

accurate description. Moreover, whereas the conditions of use of Novartis’s clozapine

product as approved in the NDA were applicable to the Zenith Goldline ANDA for

Clozapine, the conditions proposed for a third or subsequent clozapine ANDA will, for

the reasons explained, be iimdamentally different as a result of those approvals.

Consequently, the conditions of use for a proposed third or subsequent clozapine ANDA

will not have been previously approved in the Novartis NDA for Clozaril.

B. Environmental Impact

A claim for categorical exclusion of the requirements for Environmental

Assessment is made pursuant to 21 C.F.R. $25.3 l(a) and (i).

c. Economic Impact

Provided on request.

D. Certification

The undersigned certifies that, to the best knowledge and belief of the

undersigned, this petition includes all information and views on which the petition relies,
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and that it includes representative data and information known to the petitioner which are

unfavorable to the petition.

Sincerely,

Zenith Goldline Pharmaceuticals, Inc.

#~S>
\

Eric M. Mittleberg Ph.D.
Vice President-Scientific Affairs
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Clozapine Package Insert
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mwwviat, cum,., Dodmm. d 2,6 m mwmmtalv am,blom r.qlmm ,ns!,luld

h!:,,,. wh,,, !.!,1 WIC w“,I, f,,, Mo. 20001.”3 m ANC, ,,,.. ,WWm, 4UW c,ma,,”, %,”, ,h.,ld
h,”, dam WC mm! md d,”,r, n,!., ,h,,, ,.,,,.!, ,M”,d “d M ,, CM,,, ,d .,,h don,,.,1 L,,..,,
d,,,..,,””*d lrmm kap,”, ,Wap d.,,. ,igmd,”ri WC ,Mp,”,,!cmh,, h.,” w,, ,. d,,,,,, .,”” “Ioc)i.
,,, “m rlcbll!ms,, M,” .,h ,, ,ti,, ,s{,w m . ,xom”m TO“tic, ,$, d,,,,, d .<!,,,,,”,, MC,”,,,
,“ P.!,”,, ho ham,,,,,” “d ,, “K,,,,, be+, . . . . . ,w”sI,.” 0,,,,s clomp,,, ,hm, y, , ,,,,,, ,ali.,s,!m.d,rlll, .,11 h, .,,,,,,”,4 CM, ,“,,dh
Fueol la ..*M 0! siqmfimt bum mane. wportsslm *urIng imml ct.npim Ih.r.py,tbw. m.0 *slab.
I,shmd r,st lad,”, ba,,d m wwld+,d, ,,m,flmc,, f= th. dtwlwm”l ,1 wz””lotia$. 1“ 8SSOCI,IM Wh
,IoIwI”, ““ How,”,, , 8,,0,,?+ ”1..,,, n,mbm o, (h. US t,,m of ,w,mlc@,l, c4c,”ti (, P,lia”,, ,1
JIwt~ bacioramd ,0m,,,8d 10 M. WW811 0,000IIIM ,1,,4 ,,li.d, ,mo,,d dur,no d..,,,,, d,wlo,mmd ,,
,Imlr., MOII .Ilh, US c,’” omu,r,i wBhi. ,.!0 ..,L, d ,IW,ur,, bbi “,,,iw, d,,, no, d,,,,., i, , r,,,
zbl. pmdlrlw.1 Ihu p!.blom. N.@l!nl cha. $1.ridw$ h.,. bmo tlt*rl! fink.d I.!h. dev.lc+ mod 81 .WI!IO
10,!40,1s In a,$,cttih” wdh ,Io,avlnl “,,, b,! w, M,l,’@,l’ ,$toel,,od .$h ,th,, ,rdii,ych,!ic drug, ha,
Mc, ,,Pad,d 10 w,,, !mtb , g,,,lw Imq,,nc” m “mm, Uw ,ld,d~ ,n# t“ P,I,,”I, who m ,,, h,c!ic m h,,,
S-10., “Fd,,lp”g m.d,”l moat mm pllio”k m,y ,b. b. ,, p,li,,,,, n,k wim ,,,,*p,m
T, rod.,. m r.h d ZWs””lw)tocl! I“,!win, “,d,l,d,d drc,,!n. ,, 8V,11.MI t+ *.”#b , ali!,b”,,..

w.. mat mwm: .m*.tim d WBC CC41 .tG.dhB t. lb. uh.d.lc deacnbd #k#. prior 1. de!w.rv of
b, ,,d ,.p,l, 0! md,t,t,o”

In!emuD!ed TheraDY lWBC.300Wmti

AMC.15001m@ lo, B1.Wwkiy Monitoring

~

em-.M.,”. w m. ..- w . “ma ,,d w,. ., *m, .,.,,..

&&
E,,!.cwl!,
In <1,”,$,1MS ,% d p,,,em d,w,.pd m,,”. h,!,,.h,,h m “r, mm m“ k ,,klm,,ol I, , ,%lkre,,,,, ,,,,,
wed, , ,.,,,.,,”. M muri above 4 OGO!m

!
~,,,.z,,,n,,h,,,p, ,,.,,, w ,.,,,,,,,, ,“!,, !,, ,osmo,h,l <aunt

,,,,s ,,,.. , MM,.”’

$,(ZU”,

S,!J”M h,, b.m .,lhl.d I, .cwr h “sc+l,hm .ih do, h ,,, ,, a cmn,lalii, ,mc,d,ca a, o,, ,,,, 0,‘!wmmiw 5%. hid mm. wmwnud m Mm... runt m it of m3 mm .ww 10 d.z. m.
d,r,”g d, dmc,l 1.,1,”, W, 1. 8,.,,,,, m,rt,t,.g ,, , , crud,,,,, ., 3 $%) D,,. ,op,m ,. h, a,
lm,o”,?l ,rodlcl., Dl,.,?w,, w,lh , *r,ll,, ,m,,lhcad d “h,. II ,hil, h.,dnu,,.. din., u,.d

!C,uU.n ,h.uld h “d in ,dml”bt.””g clomml,. 10 #,tltM, Jti a h,, w .1 S.lIUM or .ilmr Pr.dh 0s8”0
1X1,” S9m,m ,I,al SubIIMi,, ri,, C4“!l.rt ,,,.,,,14 W+h <Iozap!m LE. ,,,..,, ,M,* M .*,,. not!,
,“!,90 1“ ,W Icll” whom mdi,n lb! ,! mn,loumm, CC41i ,,,,, ,w!+,, ,,k b th,ms, km, m WM., .0
lb .W,lrm d em “ .,CMM &.,ng m Wlmotd, Iw.mm,rq, tt,mb,,g tie

M“... C,rimnu”!,, a“d nt!pi,alm Ef!+d$

K

v.-. C-T .iih cI.19v 9n I.*I. m ant mw “P-w! a mnww ,mg
rw ,0 mm, ddnh Rv* Iwo. .zI.17 i m,. p !,wo pttimii), cdrzpm ,2. b. pfd...d ,ni b.
,Wmnp,”bi “ ,“PI,MWJ ,., , cWe,., ,,,.11 0“’mllzlk kfpol..,l,, ,, m,, lm,rr ,, 0,,,, d,,,,! ,“,,,, I
,,,,,, !,, 1, ,“,,1,,1,, will ,, 16 da, mr,.,,bn ,,8 may ,“a,l s,,, ,“ WI la, ~ MI. ,wofl i“,,,,, d.”,
** low u 12, s m, n,, am,, ale with colhp, and rn,,”lcq amml mm Wa!,”,”q ,,,!.,74, whm ha,, had
w.” , bid ,d.war or d.zapl”,, I , 2 i,!! ,, man , k, m, 1,s( h,,, II 1, ,Wmnlmde, lb., ,,.zml .”, b.
.I”l!lal,l ##h ml,+,lfd ,25 .gt.h!.l 1125 m,) CM= ., WC. d,ib [,., 00S4GE AMO IDMIN!STRAT,O”I
so., ., n!,,,,,, ,, cd,,,,,mrp,,,,cq ,Fati,c,ru,g *,,”1 d“rl,q .,1,,1 ,,.a,..nl OC,.”.d i“ 021,.”1s “il.
.,. balm, , dmr” ,m,md htnzd.,. in., um,l.r .iwds ha”. b,m rwo!l,l In PM.”ls l*kh, olhar Ps”cholro,lc
~,no, m w,” cI,,w,”, W R,.H Hhwqh II h,, WI b+,” ,St, b(,,h,d ,h.1 Un,, ,, ,“ ,nl,,, c,,.. b,iw,,m
,1,1,0,,, ,M b,,,odl,z,pln” w ah,, , ,hdm, k,, ,Mllo. ,, ,i,l,,d W!,. ,10,,!,”, ,, ,“m,,.d m ,,t,,,ll,
Iu,ng , ‘C4”,,(I,19P(”* m ml WI” ply. w,, dw,

1,,,,,,,,,,. wl”d, may b, s,,ta.ti, ha, aim b,,, .b,e.,ed ,“ WP.0,,..,,V 2s% ., W, ,en,, ,,k(.g cb,,p,n, .,,,,
,afwn!, hw,”o ,“ weraw .,,,,$, ,, wke ,,,, d !0 IS b,. The ,,,,,,,,ed ,ach~,,, d. ,s ,., w,,p~ , ,,,,,,
rqo,s, ,. WDO,,,,, O,. M!, ,,w”! m ,11 P.,,,,.”, m.”tomd Mher IJchw,rd. 0, h,,., ”,.” “W PO,, !
,,,.,, ,,sk ,.,,,, ,md,,,dw, wih tam~rcm,sd ca, d,wwwkr I“nchan
A .4”.,,1, of CIOZW,”, Ir,,,ed {rent, <,,,,,,”,, ECG r@,,,za,,mn ch,,n,, ,,.,,,, ,, ,,.s, see, w,(, o,,,,
,mtu,y,hot,c d,. ,, mcl”d}ng S. s+mmt d,me,,,o, ,“, IIY,,,,,Q ., .v,,s,,, ,1 T WW,, wh, ch ,,, ,.,.,,,,, ,,,,,
d,,co”,,nua,.n G?cIo,.P,”8 l~,,,”col ,,~,l,ca”,e ,, ,M,, c,m~ ,,,,,,,,, “,.,,,,, m ,,,n,ca, ,(,,(, .,,
c,o.p, ne ,,,,,,, m,ent, ,Ipe,,enu,d ,,0”, ,,,., C4,d,,c went,, ,,, ,d,,# ,S,h,m,c ,M,Q,, rmy,cmd,,l !“,3,,,,..”
,rrhflhm.s and ,uddm deJtb ,,,Wdd,o” IM,E b,, Mm PO,I..*,I!”P ,,P13 d CO”WSW+ hu!l It!l”ra. m,.mrdt,s
w!h or Who,, OD,,”,L.J ,1,, md vr,cadi,iper.,ti.l M,,,,”’ ,“ mioe.,,m w“fi do,,,,,, “w CWS14,Y ,ss,s,.,,,
.!$ d,H.,H ,“ mm, .1 ,k,, mu, bwm,,e of ,,,,0,, rmm,,,,”g G,,J,w d,w.w ,“d PLI”sIbl, ,?,rn,,,ue cam,,
R,:, ,“s1,,,,, of sdd,n dea!h h,”, been ,epfl,d ,, psych”,,,, ,,,w,,%, v,,, ., w,h.,, ,,,0c,J,,6 ,,,,Q,,, ho,,c
drug ,,,,,., ”,, and ,he ,,ht.nsh, N ,M,e wed, ,, ,“t,p,ycho,,c d.g ,s, ,s unknown

rCl.?, I“? should h “,eC w,!h ,,” (m,, oti,m,, wih km., mrd,w,sc”,ar and,., c,,..”,. d,,,,,, i,d ,h, ,,,,.
t“’e” ,,,.”10, Qmdul ,“,,,,.” i do% s,.”,, b CJ?,.lly ,b,w,,d

M,”rol.Ptt, M, IIoN. SWdrcm. ,KMS]
“ ,.(,”,. $,,I,(al ,,”,,,, .,,”,1,, $@md,rnm ,,f,r,ed,. ,, !i,ur”k,! t M,,,Q”,,,, Synd,mm WAS) ha, hen ,,,.#,d

f%
,“ ,,,.,”,,,, .Ith ,#IP@o,,c drugs Cl,mca .,, (,,,,,,,”, 0! NMS ,,, hy,erwrex,, .,,,, r, ti,,y JI,,,ed m, ,,,,
,!,,”, and evdm,c d o,!mm,,, ,“,hb,l,ty [,rreguhr P,,,, m blm! ,,,,$”,?, ,,chy<,rd,,, d,,P .,,s,, and ,,,,,,,
., ... . . . .. . .

Gmm”r,(
0$,2”,, ,! the w“,!<m”, mk ,1 w,!,,I,c,!w, ,“6 ,,,,,,. MI d wh,ch D,,, e”t , ,,,,,””,”0 ,,s8 ,,,,,,.,, ,h,
,x,end,d ,,,,,.,,, ,, m,,,,,, f,,’,nt ,.,,.. ,, ,,wP!tb,I 1,”,1d d“,c,l ,,s,. ”$? ~.uld wdmady be a“. !ded 1“
,dd,,,.,, ,,, need for ,o,,,”,in ,,,,,.,”, ,, ,,,,,,,, ,xh,b,,,,q b,”,,,,., c,,m,c,, ,,,0.,,,, ,h,.,d be ,er,od,:,,,y

!., ,mluabd Aihouoh , ,, ,., “w,, .he,her ,he r,,k would b, ,,,.ea,,d ,, ,s rtia,l ,,,h. ,. a.o,d ,1,,,,,,, ,,
Rx,, ,,c,,,mutk ,,,mlkm(s .1, , o,w,o,, h,,,.,” .1 wmnulm j.,,,,mduwd by o, e, d,uw

,,!.,

D“r,”9 cIoz2 P,”, thar,oy 9,,,,”,8 may ,,,,,,,,,,,,,,”,,,”, ,,.D,!,,”<c ,lwti,o~s ,bow ,LX 4-! [38-C) MI w P,,
,,,ctia”,e w,,h,n ,W ,,,,, 3 weeks ,, ,rmlme., V/M, ,h,, ,,,,, ,s Bon,,an, b,”,~n and ,,1 krm,,ng ,, .,, ,,,,,s,,,!,
,,,00”,,”.”9 pal.”,, ,,,.,,,..,”, 0, u,m,, on, ,h,,, may be m ,S,oc,,,,d ,“,,,,,, ,, ,,,,,,,, ,, Ww m,,,
P,,,,,,,, w,,h 1,,,, ,h.,(d be m,e,ul,y ,,,l”al,d ,, ,,1, 0,, ,+, PO,,,M<!Y o, a“ .,>d,rb,, g ,,1,,,,,,, ,,,,,,, m ,,,
4wdnPm,. ,, wrm,l, @,,, ,, ,,, Pm,,”,, d h,,h 1,,,,, ,h, .ss?3,11,,,,1 N,”,oleP, #c Molw!m S,\]dmme
,NMS, m“%! M w.$(derea Th,(, have b,,, ,,,,,,, ,, o“, d N S ,,, p,,,,,,, ret,.,,,g CIOZ, P,”, ,,,,ky ,,,
,,mb, ”,,,o” w,, h ,,,h,,m or .,her CNS ,,,,,, d,”o,
WARMINGS1

!s,, “J!.pv, M,,,,”,., ,,”,,.., {“.,,,,,,>,,,



MOC,.,,”MOII 1.,,,,, ,,,,,,.., ,..”..#...

,ml”r !n,trw,.”,
,, w WW,,P.” or ,,”.lhwo, m,,, drug, m

Cl.,, In, msy ,,,, @,t,.1, lb VO,W., .“,ch M ,Mtq,,,t,ndv, ,rn , ,M th, m,<chol,,, ,, ,,,,cI, ,,
r 7 J 7●1,0! “0.1”,, ire,, lh, ,dm,”l, ,,1,,, d ,Pln,!h,l”, ,hoult b, wo(d ,“ ,h, 1,,>1.,”1 ,! ,,! ,“du,,f

hwlondo. w.,” .1. PSI ml. m.ua, Wtn, Mm .“,4
$Camhwm”k, Mti,g,n,d, Imallm,d d F illv

N. mr,,nc.ja”,, ,.!,,,.! w, de.on’!r,!ed ,“ ,o.gterm ,,udm, “ . . . and ,al, ,! dew% > P .,,”,,,,1 7,,”’,, ,h,
~Pcal human d.%. on a rw14 bw F.dll,!v m m.k ,.d fe!nak zal$ wc ml adverse anwtd Y cloram,,

!L.bz,~me d,d “,, Prod”:, o,”MOX,, ,, .“Iw,,,, <find, *?” a%,ay,d ,“ ,PDroo, n,, bade,. ,r,d .,..,10,,,,,,
P,,g”,,q
T,,alcqmni, Ew,d,
,r.q Ctlqmy B
R,PrM”c ,0, ,t”d,,s hae be” wfiormed . m,, and !,bb(!, a, 6.,,,.1 ,P <.,,.,,,, 24 ,,”!,, ,h, hum,” do,, and

J,,,, ,,,,,,,, “o w,de,,, of ,mP,,,,d ,,,,li, or h,,. ,, M, ,,,”s d,, ,. am,., {,,,, ,,, ,m”ewr, ..,,,,,,,,
,,!d .8,, C,”,,.,,@ ,t, i,e, ,, p,,gnm, .0,”, ” mea” ,, ,“.,, rap rod m,,.,, dud,,, ,,, “,,, my, ,r,dictwt d
mm,, ,Wpons,, ,“4 m w. d m, ti,,,,b,la, .1 keep($,o,h, ad.,”,,,.,,,,. d ,8 dn,~, ,, , .,”,m”m d“r,ng ,,egnmq,
,h,s 6,”9 ,h!,.ldb, used o,,k d cIe,rk “W&d
m,.!m II*,.,.

“o”‘x”.
ChltmrWT.,, Sml,m

Drwmm,med.,!o”
Dlnlnt,weti,Qo
Hmdwb,
1(,..,
.

Tr,#m,m HIU, .* Ad”on, E,v”(m, Iw,dm,,Yhm?q Pa[,.nl, ,h c1ouPim l“Clml,,l Tti,lI
(&42)

(P,,c,*,g, ,1 P,,,, m!, R.p.c.,,. .. ..—

,, E,,”, I Pw,ti

39
q

6

4

“.,,.,,“,,.,.,........
u! !“,,, ,W,,”,,m ,

A“,.nom, c M.,.,, SW,.
%1.,,,.,>
S.U!,”O
or, .0”,,

3;

w,,,, d,,,, rbmc,,
:

ldq”m:f:v ,s, In,

.-..,-.... .,.,
:,Z%;;%WL sp,m

mmlc ●“# 1
Mn,dl,”,o
$Mey&;

P.,,., *,,,,
+ ,“..,,. .

vSVI,;chdmlms,hw,4t,,.“nflc,
,,m, GIlo,w,,,, ,
Smlun x., 8.”,! 8,.1nqh?ti,, and P,. ,,.R‘,(v (W”) Mw,e”,”,, )ty ,,,,! ,0”, P O,.s,.,”!” II,, ,,,,,1 ”,, wy, hem ““Mo,.,. wd S,,,,,,

then,, $y”drom and h,bd.myotp,
,nd P,W,JI ,H,’,.”

d,., y,,, ,hrom b,,,,, ,,cM,6 hem.g,.b,n$hem,,.,,,t. ESR ,,>,,,,,,, p,,.,,,,

. .. ...
CIOZ, P,”, TabId, ,,, ,,,,,,,1, m pa,, Y,,WW, round ,,ble,, deb,,,,d ,435! ,, one ,,d, ,,, 2! ,,, , b,,,,. o
,he ,,$,,, ,.,,,1”,”0 ?5 .9 ,1,,8 P,,,P,ckwad ,“ bd,le, of lbO, 500 10025400 and u“” do,, b.xe, of ,00 ,ahk,s
CI,,IPIW Table,,,,, ,,,,!,b,e ,, w!, yelhw, r,und (b, ,,md bw,l, d ,@o ,,bk,, w,,, a b,sec,, d,b,w,d 436w ,
me ,d, md ,IOV ., ,h, o,h,r, ,.”!,,,,”0 ,M .9 do,oP, tQ INchod ,,,ho,,,m o, ,00, 500, ,OCO ,&?!! ,,d ,,,, ,,,,
,.,,,.1100 ,tik,,
P“ARMAC,ST D,sP,,,, m ,, h, <,,,,,,,,.,s dd,,,d ,“ ,,, USP “,, eh<ld ,,,,,,,,, cb,u,, !,$ ,,,”,,,s)

%D ,W di,,.nd stm”ld “.1., ,.,,,1” ,,c,,d , w,.kb IWPW,
If a ,ali.,1 ,,, I 3!. f., W8C I“lino mq olh.rw,oh Ih,” , w, .,,8 SUPPI, ,1 ,I,,,,tn. c,” b. d,,g,,,,d

7!Dmm”,lr,i d!,” d b, ,..,”9,”! “pm ,h.,“””, .,, WC mu,,
SloreJ!wntrolld ,... ,e. Per,t”re !5s 30’C (5Y 86nF)

Tradm., k d M,du, komm!c, Cm,m,j ,,,

MANUFACTURED 8“
2ENllH GOLDIINE PHARMACEUTICALS, INC
MIAMI F, 33,37

CLOZAPINF TABLETS
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